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REMARKS 

CCiim 1 -12, 1 4, IS, and 2 , 1,4 5, iO, \] and 

1,9 arc hereby amended and claims 3, 1? and 19-20 are canceled without prejudice or 
disclaimer. Applicant reserving me right to pursue the subject matter of the canceled claims 
in a continuation application at a later date. Claims 13, 15. and 1.6 were previously canceled 
whhout prejudice or disclaimer as being drawn to a non-elected invention. 
Claim Rejections 
35 USC §112, first paragraph 

Claims 1-12, 14 and 17-20 stand rejected under 35 USC §112, first paragraph, as not 
enabled Mo vei in the Office \m he 1 iminer suggc ed la? a >e which would be 
considered enabled, namely "cultivation of chondrocytes" and "'wherein said high 
extracellular concentrations of Mg range up to 20 mM"; Claim 1 has hereby been amended to 
recite the language suggested by Fxaromet. thereby overcoming tins rejection. Consistent 
with this amendment, claim 17, which rented that the cells were chondrocytes, is hereby 
canceled, in addition, claims 4, 5, 10 and 19 have been amended to recite "chondrocytes" 
instead of "cells; in order to accord with amended claim 1. Claims 3, 19 and. 20 have been 
canceled. Also, claim 1 has been amended to further highlight that at least once daring 
cultivation the unphysiologically high Mg concentration is increased to an even higher 
unphysiologically high Mg concentration. 

In View of the foregoing, reconsideration and withdrawal of this rejection are 
respectfully requested. 
35 CSC § 112, second paragraph 

Claims 1-12, 14 and 1 7-20 stand rejected under 35 CSC § 112, first paragraph, as 
i d im i ta w >.u in* the i A d d n hol'k I 1 l» M.onuiiti n mi 
sine t.l phrase h u< « t< edei b $^i^ Claim Ch as hew h< i ame.ri.det o e< itc m 
uunhwo)n«>. t h . inwai ! tA' \La-o Awmm tlti^ %e?vommgfms ejection 

Clams 6-7 stand rejected tinder 35 USC' §112, first paragraph, as indefinite due to the 
recitation o.C^hotKlrocytesC Claims 6 and 7 are hereby amended to recite "said' ! 
eheudnwu.x wlcrrme bar! m the e:t->nc!foe\TCs nov recited m ant ided thm 1 CM n - o 
and 7 have been further amended, to recite more standard English Care isolated from'; claim 
6, or "are differentiated from", claim 7), and to remove the unnecessary recitation of 4 %e 
culm .Ued" fron the clam \pphcmt sa mors that tbw a mndmcnt loo am aid arn new 
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matter, being entirely formal in nature, and respectfully requests reconsideration and 
withdrawal of these rejections. 
Rejections under 35 USC § 103(a) 
Caruso ami 'Egerbacher 

Claims. 1-2, 5 and 7-9 stand rejected under 35 USC § 103(a) as obvious over a 
combination of Caruso (US 4,978,661) and Egerbacher et a). (2001 ; previously cited; 
hereinafter ^Egerbacher"). This rejection is traversed. 
! he hr s oi o < ! no 

An important feature of the invention lies in the different stages of cultivation, namely 
in a first stage of ceil cultivation at an imphysioiogtcahy ' o 1 extracellular concentration of 
magnesium and, then at least one subsequent stage of cultivation during which the 
concentration of Mg is increased to an even higher level of unphysioiogicaliy high 
extracellular magnesium concentration. The effect of the additional raising step during 
cultivation is discussed in the Examples {see page 13, at lines 35 et scq i While in the first 
stage of cultivation, the cells are already at an unphysioiogicaliy high extracellular 
magnesium concentration, and they proli ferate. After further raising the magnesium 
concentration to an even higher level, dillerentiation of the proliferated cells occurs, thus 
allowing the ceils to become chondrorxs. Claim 1 has been amended to highlight this feature. 

This feature of the invention is reflected in Claim L winch recites a method for the 
generation of chondrons and requires a step of cultivating chondrocytes at unphysioiogicaliy 
high extracellular com illations of M th ugh extracellular concentrations of Mg ranging 
i«t n 2« m\l \KD Clam . t tu u . in - g\U it , i dm t „ d <. lep of culm lion 
a a ii mug til h!ghvMKicenuhif..Mgj m mucked u_ a, second 

Uigde mkgpwdb high , vimicl'tmu Me torn common 1'nss feature » ither taught or 
suggested by any of the references cited by the Examiner. 

As described by she Examiner on page 9. 2" d paragraph of the Office Action, Caruso 
teaches only the use of 6-halo-qumoloue compounds for the treatment of rheumatoid arthritis, 
,in«« sv i i voi, mm m n at U i i - t- o o.lti um» 

chondrocytes for proliferation and differentiation of the same. Applicant notes that Caruso is 
Kt , mnktC ohewg.femc euitrw u kp < mil ugu w mhnt t A s once dan m 
cultivat ion, an unp hysioiogicaliy high ex tracellular M g concentration i.sjncreaaeii 

The detects of Caruso as a reference are not overcome or mitigated in any way by 
Egerbacher As stated in the pre ms ix >po ts<. fge tai ht : teaches me use ot a stngk level of 



Docket: 03K.K ::9baa 

6 

Mg, and thai is taught as used only with quinoioine-tr sated horse and dog chondrocytes. 
Fgeduchci doc? nut teaCn thai celC ulnch au euiWated at unpin smh gh ally high 
extracellular concentrations of magnesium, should, during cultivation, be subjected at least 
once to a change from an original (or first) unphysio logic ally high concentration to an even 
higher for second) imphysiologically high concentration of Mg concentration e.g., from 5mM 
to lOniM Mg. Thai is, while Egerhacher does teach cultivation at .nphssioUnea!h high 
extracellular concentration of magnesium (albeit only when quinoime is also ustxff 
Egerhacher wholly lacks any leaching or suggestion of an additional increasing step to 
convert the cells from the proliferation phase to the differentiation phase as demonstrated hy 
the Examples of the present patent application, and as required in claim 1 . fa view of the, 
K> t |uiumcnl hul.ni 1 d.at d , so. hod s dcrveu-on 'h,i df^'niu the 
imp!) s ok en dh m Jr extnuCluhu Mg uuxumano i $s m, v a^duuiv toll eultnatiotf 
(emphasis added), and in view of both Caruso and Egerhacher lacking this feature, Applicant 
respectfully submits that no combination of Caruso and Egerbacher renders obvious the 
subject matter of claims 1-2, 5 and 7-9, and respectfully requests reconsideration and 
withdrawal of this rejection, 
W« i > r c* > < <. /w<\ t < ' 'i 

Claims 1-2, 4-9, 14 and 18 stand rejected under 35 CSC § 103(a) as obvious over a 
combination of Caruso (as above). Egerhacher et al (as above), Haivorsen (US 6,841 , 1 50, 
pie* torn h ened) and 1 mdenbers et a . f! IS 2005 02 WAD, hoTomatkt ' 1 mdeubeig* '} Tins 
rejection is also traversed. 

The deficiencies of Caruso and Egerbacher are described above. Briefly, among other 
detects, neither reference teaches the cultivation ofchrondrocyt.es m higher than 
physiologically normal extracellular Mg concentrations, in which at least once during the 
cultivation, an extracellular Mg concentration is changed to an even higher extracellular Mg 
concentration. 

Haivorsen teaches a method for directing adipose-derived stromal cells cultivated m 
vnro (e.s. in calcium alginate) to differentiate into functional chondrocytes. However, the 
method, of Haivorsen differs substantially from the present method and teaches only 
conditions such temperatures between 31. and 37 < in a humidified incubator, CO ;! content 
between 2 and iff' and O beiw een 1 nd 22 '„ Haivorsen p ovtdes no leachi sg whatsoevei 
of the significance of using higher than physiologically normal extracellular Mg 
eoneuiuatiouo . id mpanueuin huu no nmCnng id mmmg ^ Ji ah gh extras oliulat Mg 
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concentration to a still higher concentration during incubation, r order to promote 
cftrondocyte differentiation. Halvorsen does supply or make obvious tins feature, and does not 
cure or mitigate the deficiencies of Caruso and Egerbacher in any way. 

Lindenberg is even less relevant in that Lindenberg's teachings are related to a totally 
ji U" ut are.. o* bmloe Locuibi o_ s muh od^ and te^ chmy- - i u o - v no ' a . t 
ami, as stated by the Examiner, the conditions described by Linclenberg apply to the in vitro 
culture of oocytes. Chondrocytes are not mentioned at ail by Lmdenberg. Mg is also not 
mentioned by Lmdenberg. Applicant submits that one of skill m the art would not seek to 
apply such unrelated teachings to the art of chondrocyte differentiation. Lmdenberg does not 
deal with chondrocytes or with Mg concentrations in any way, let alone suggest a change of 
extracellular Mg concentrations, already at a level that is higher than physiologically normal, 
to a yet higher level during cultivation of any type of cell whatsoever. Thus, the deficiencies 
of Caruso and Egerbacher arc neither cured nor mitigated in any way by the teaching of 
Lmdenberg. 

In view of the foregoing. Applicant respectfully requests reconsideration and 
withdrawal of this rejection. 
Concluding Remarks 

Ixi view of the above, it is respectfully req uested that the application be reconsidered., 
thai claims 1-12, 14, 18 and 21 he allowed, and that the application, be passed to issue. 

Should the Examiner find the application to he other than in condition for allowance, 
the Examiner is requested to contact the undersigned at the local telephone number listed 
below to discuss any other changes deemed necessary in a telephonic or personal interview. 
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x p n -] > pvt t c i\ \ 0 \ " t n v s t v. s *o io tt v 

con mi I pt dent k ingthel ec Ibis ippli aii Pie se charge tees to such 
provisional petition and any deficiencies in Sees and credit any overpayment of lees to 
Attorney's Deposit Account No. 50-2041. 
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